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^L, ^£BT#&1^^7> ^IS'JtS. 21 © ^ SI/ NOD/Shi V ^ 

<h 3£ IE "T & .= Z (DUft* 9 @E*±» D M b (Cross Intercross fx 5 

j^, NOD/Shi vj7X43^i; C. B-17-scid -^Xte^K: 0*^1/7 4* 5£ 
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B®-7->^l:fein^>^-D^+>2S^#:ri (IL-2Rr) 

& m fcffl IWHIM^L (Capecchi, M. R. , Altering the genome by 
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Mft&ilzfc, MX «\ 1 29/SV ^^XO^rVAy^^^'J-^et h <D 
IL-2RrcDNA ^7°D-7^1T7^X IL-2R r £ tf is ^ £ P - > £ 
Mib, i7n->©H IL-2R r 8. 6kb # $ co £f it £ 

il-2r ©x^ v > 7 t 8 t(Dm\z^^r^^ z/>m&i&fc : ?&mm"? & pm 

Cl-neo 33? U A ^3fAb, £fcx^ y > 8 ri> 6> lkb Stnfc 3' Mi' v7r U 
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f T ffl RI » ffllfe A £ jg d b & ES £ □ - > £ n jr l (PCR * fc it if > & 
TASK), « ES £ n — C57BL/6 ^£*©E&)Sfc&Ab;fc:&, 

M t C57BL/6 x"^ 7. t^ET?) Ittiot, ± » IS * KH5 38 b IL 
-2RrK0 Arn7^x§#§^ t^t'f 

(IL-2Rr) ^ y ^ 7^ hT^Xli^EiA? bTI V^Tfc J; < , ^5 

bfe-r^x^^i it, 09*.fc£, il-2Rt ko x"j7^^^ cer*tsis*is [*c 

> 2 r fK (IL-2Rt ) S y & 7 O h'? 1 )^ (Ohbo K, Suda T, Hash 

iyama M B , Modulation of hematopoies is in mice with a truncated 
mutant of the interleukin-2 receptor gamma chain. Blood 1 9 9 6 ; 8 7 
(3) : 956-67.) i« , IL-2R r KO "7 V 7, « , ^(HtTSSf Iftg 

©Siic^oT, ^SE«*msAe> ((it) ^HftWito+^flmifr) ©e«# 

A0DT^X / \©BOTf>X©Mt^ieH> ± IB £ 1*1 $1 , £ 
itt^aofS, WAtt, ±l0RLSI3i:f ffcfr-fe NOD/Shi- 
scid <t IL-2RrK0 -7^7<h£32@Eb, -^GD Fl T^7.£r NOD/Shi- 

scid ^^XtlbXET?) uiEiQ IlTtS. 

SB 93 © ^ t> 7. te> ±fB*^0J©^iS^cfc D^tB^nfcV^X 
d visits. ^^^©v^XSNOG "7^7 (NOG V r> X ; N 
OD/Shi-scid, t c null ^ t7 * ; NOD/Shi-sc id, IL-2Rr chain-/-^ ^ 
X; NOD/Shi-scid, I L -2R ( r c) nvU v £ x ft £ ) 

* is m <d v ^ ^ \* , mmmte t BM&<kzt KnM*&\zx%:h, 
u? t~ z?mm&mm b , nk m * fc »a nk istt si^utvi s © 

h h^ffijfiL^^J*) ^lAbfci^, ia NK K#«ia*l(Sbfc«e*©^a 
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3iLT£D, £ cD^ £ X ^^fe*-r fr^AiMM ($#*IHJ£L iMbifffl 

HTLV-1 ^-ffiCDfjtJ^E^;!/^ <j7X <DmiL, h h ta # CD f£ M f'J ffl T ^ £ 

8~ 1 2 31 & © © # m- £ b Vi A* , IE £ « 3 nfc: V* „ 

w liters. 

At§ H i 13 J; D fx -5 E t *»Tt S . £ £ ^MJJS £ & £ IfiL # AH 1ft CD 

-X — O^te^ J:oX|sl^$n, #ij*_k£t: h # IfL K#i6u * *B ifii 3£ j&> 
£ CD34 lil'MB&i: C t3&«Tt5. 

ItCfct) £ i j&*T?€T S o 

FACS (Fluorescence-act ivated cell sorter) ffl V^T1<?) 21 <h K: J; D 
#*tbfciflfl&CD#4b£ff^&;i ( h^T#£o ZL co R fa S t %> m U & M 
cd#lM^-# - t LTIi, »tBlfiK:B55t*r * *> © fc LT CD34, TSfflJI&lc: 
IIt?)^0tUT CD3,CD4,CD8*,B#BlfifcH3S*r SfeOD t UT CD10, 
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CD19, CD20^, Bla Mtdil«-r Z> ~h (D h LT CD5 m, # ffi $ M m \z TM 

m~r^> hcDthx cd33 m, ffivtmM\zmm~?z> lt cdhc m, u 

y n M ±& \Z gSSg-f 3 & (D £ L T CD45 m > T £ D 7 7 — \z m ® T -5 
© i bt CD 1 1 a ■> CDllb^, NK {dHalf 3 © £ L T CD56 ff^M 
mD3 J9^ £ LT CD38 £ BlSf £ © £ L T CD41 

{ciSLT#a©Mii^-^-^®iR-r§^<h^T^§o 

£ 7c, [HiKLfc|fflia^e,©-r>^-7a:0>, -<>^-D-f^>, TNFa 
m<DV^ h*^>®14?: EL ISA fd cfc Dltt^ Z\ h \Z <£ o T , ^ 
ID Jl£ © 5Hb £ 3 £ <h *<"C ^ ^ o 

35 t) , -Tftfcts g5&$SlpJ1iBfrJ*<Z> t M£lfflJS£#£ £ t*ST#So * 
#Wfcfci. *^i©7t7XHkh#ii^tfib, icMP^fd v^H- 
it/^ ?>*5Mb©t: h#^^^®iRL, £ £> td[eIiKLfcIJiMB§£*fgBJ 

©x'^xfc^ttT^o ^©^tt*5 ^.nmw&m v jit d <t k £ d > -te© 

^^Ulz^r), 4>fc < ^ hm& 99%^±, iffUfctt 99. 7%£i.±© h h 
ll?:#?iui^Tt§ 0 t£ * © V ^ X fd & T « , 2 ^liStb^ 

fa. ~D tz. o 

^mm ©^ 07, *m ^t?# e> nrc t hnmm&. sift^t ^©?&i!©7c 

s6 fd t h {d#^T§ d i^pJtgT^^ L, £fc t h$£MJJ£fd^*jlfc^ 
£zJ$AL, *^0^(DV^Xld^*tLT> if ms-tf £ £ D fc: h#«H 

BS^SSW £ LfcJi&fc^tefKKiJi v**> d £ %t# £<> MBS-vroMfcT^ 

r tV it # ^ ;w x ^ ^ ^ — 

ViTWiTfeS. d dTJl l>-5»fe^£ LT#0 7L«\ TxVv>xT5 

i--^. (ada) ^a^a^fd^LT ada jt^^^j&^tf^nso d n e> © 
m.B,=^^\ivnmm\zmxhtcmz, ^^moi^v xiz&mv, mm- 
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3 . * fg © V £ 7s & m Kit k b trE # CD £ £ 

LT« TM, B ffllfi<ff©fcj£fiyg*H]fi«:$Mfc; • Jf9 Jfi S it * $> * ^ « 

?^xi;kh t ii, b nMm<Dfb&mmmM&&misT^ i 3 xfcfa \z 

±m^^^> Z. iiic^D , k h*i#£g±b#5k h&;SiI^I«<H£j# 
lfc7^X^#§ui^Tt^c k hMJJS£#»bfc:!S-§N 6~8MRa 

TTafljia*5«fc^B no & © $Mb • MM&m® e> n, k h mw<om £ # *r is 

(z: & -5 o 

£ ^^YbiCffi £ fiJ-^^/jN$ jl^Mk 

/Of «fc D b T *3 < (D Htm* b K o 

(EBV) fc«k£JgStfeSl8;, % UN ft t»^t5 £ t J: * S&E 

*mw<D-?yx\zmmmi&z&te'tz> z. t\zxv , tMsoii^j 

^7 7. ft: 1*1 T M b , kMi*tt57!>^$ft5tt)JST?t-5. Z\(D 
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18 m tr> * m M t t/T, ^ 5fe © 5? - H "7 # * *? © k h JB * ftt ft # , 
ED-405 15 (-) . MT-K TL-Oml ^ © HTLV-1 6 shM * «B B& *M? # *g £> n 

as* ^fgBj^^^xfc^tebT^^^-frTfe^^o 21©^, kmjj&> 
&m$L L^ 0 mM&&UL terns, J3 Tii^^^^ n, 

#13 HTLV-1 M£:?^l«-£T«ttL7c«it, 2 1! M T? JB •» # 7# fig $ 

§ o 

21© £5 ClTi^tifck h Jfi I* ^ 5 s -H' ^ X & /H U T\ SiJijW, -ffi 
1fc&mMM^<DX & U -^>^&ff 5 21 t^'tf §. £©;£&£ ITU, 
mm&MJ& bfe^X fc, ISO, i(S&#©3Bafe*ffi"C«»*3WSJft-^ 

b> 3£5|£i4©it • , -7^^ ©^^E^&ll^-r § 21 

<h fd £ 0 £ £d S f ij Ht5 21 t^TtSo 

5. ^-OV^iRlfeaiJSiR^T^^^Oflstfi 

£$#1SbM^^;VX£^^£-t±&2lil;:J;«3, & S U £ -f X © A % 

bfcw us 2i t^«t ^^flRjftifflfla • 

(M-tropic) ti-i <D&<DM flt )&* W IB T? * o 0J © ^ £ X £ 
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IliT 1 m$&\Z.m%±irZ> HIV, HTLV-1 m<D T hDk'^ (T-tropic) ^ < 

)i x <d m u & * g & o it o 

ic B^fctfcW-ifc^F TCID 50 © HIV &&5gf5 21 t IC <fc D , t 
hSWJjafc HIV #«53feLfc HIV gJfetTJW 1 )^ - t*«T?tS. HIV 

©jRSStoJ:, p24 Bite SB J® 31 0 HIV SilS0!fi63S*J&SIK:*ftffi'rs - t J^T 

HIV CD^t) 0 fc, HTLV-1 ^^ffi^i^^) 21 <h «k t) , HTLV-1 SStUk^zrJ]/ 
V ^ X £ % 3 21 h # & o 

*§g0J!fc «t D etlfc^I^ETiVi^^ffl V>T, HIV, HTLV-1 in 

vivo \z & n & mmmm (Dmn & ft v •ttzv^ jisx&usmm 

moimm. v ^ )i x mmmmm & 7, z v - ~ > m & n •? 21 t 

*^Bj§W NOG ^^X&JS^T, £ tJ S M ft ± 

sf^ffir^ 21 ^mmv nog x\z~? <y xofim 

*.fcf, hGM-CSF hSCF ^) *iAt5 21 tfci^Tfei D SSIi^f 
14 (D [S] ± b & V £ 7> £ ffs Hi f S 21 £ # T ^ S o « A H , 
Pro. Natl. Acad. Sci. USA 77 : 7 380-7384, 1980 ©^fe^tf oT, ±WBjt 

e^^v^xciti^f^^aAL, 2i (DMxmfc^mm.frTk&nrz 

X £r f£ tB b , 21 n £ #38 9f © NOG v ^7 x * 3£BB t" £ £ £ <£ D *T * A & 

Mis &J*tt © fi± b ^ <j? x & ft* tB f -5 2i i # a c 
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0 2 te, CD34 mitmMZ&M^fc NOG ^ £ 7, T? © V >7 7, 5NJB]fo. & # 
5kh CD45 H'&Mit b CD41 Utt&BJ&CDS AfOlU «fcjf& 
To 

B3I1 CD34 »tt*ffllfi£#ttbfc NOG ^S^TOltil* CD45 

@4S, NOG v£ 7 £ £ 2 microglobulin deficient NOD-SCID V 2 X 
(NOD/LtSz-scid, /3 2m nu 1 1 ^ «7 7 ) © J£tfe£0k & V> T <D V V 7 5fc*8 
ik^O) CD45 »ttSMBIiaoJt*«:*-r. 

HI 5 #l!i?^^J: 0 » snfcWIBJBT?© NK 011633 «fc 
US© FACS A°^- >^it. 

i6tt, # & $ ffi f x «fc d » e> ti m m nk © u 7 t- u t • t/t-f 

h ^x^X4fEMf!l^TT©l7--r h#-f ELISA TtfetB L£:*g 

EI 7 NOG 43 J: 7Jt NOD/LtSz-scid, |3 2m null V tf 7 {3 & S NK fit 

@8H, k h CD34IttiH© 1^, 2 #c43«ktf3 ^iY^^Cfi 

t: h CD45 ^^febfc FACS CD £ tk T . 
0 9 It k b CD34 IttM^iAlfc NOG V'J'T.BlTOk MM <Z) 

llOltkh CD34 IH'IM BM^SALTb NOG ^^XiiTOk Mi AS 

El 1 lltkh CD34 Ittlfi^iAL NOG "7 # X 11$ 111 T © h hiHHfla 

0 1 2(t kh CD34 Kitt^HflS l;f Abf: NOG 7O7liT0k hJIHJJS 

0 1 3 It k h CD34 &§'M0&£SALfc NOG v «j? 7. jfiiT © h Mffl 

HHItkb CD34 BittSffl AS £ ^ A b NOG T^flfCk 
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0 1 5 NOG T >j7 ;Uc & § k hK#I4l^^t. 

0 1 6 £ LM-2-JCK bfc^OJBaf^JsS&^-To 

0j & hjst § & <d m. a (omm 
7, (nog v^;o (Ditm, rn^v^ \z.£>tfz>mmimm*kmi±(D$Ln&& 

(1) NKiStefciB^o, #^IBMfg£MM£l*fc&-g^^: ^ ^ X 
(NOGV^Tj (Di^U 

K^^^W^Hfeli^bTV^ NOD/Shi-scid ~? t> X (0*n7E.L^ 

ft&ftm) & v mrnz titc^c > & — n * > 2 & mft r & ; y ? 7 v h 

7^77 (IL-2RrK0 (8I»)SSU3?fit5J:tfc«k^T, IL-2R 

r^llfif^lA b ft Fl T^X&^ILfCo Fl x-^XTO^^ IL-2 
RTilfif©iAtt. PCR Ttf iHbT^fcBT § H £ K: <fc V It 

IB b & o * # W f- tt , **rF1^^7^CDBBJSJ:t)SSlbfcj4ijK100/iL*> 
<o DNA B$J*fitH*K (MagExtractor, T0Y0B0 *±@S ) id «fc 0 DNA£tttBbfc 0 
d (D DNA1. 5/i L fc, 23. 5 i± L <D 1. 5mM MgCl 2 > 0. 4mM dNTP * <fc 25pmo 1 

cd 2 y b <d 7 ? -r v — m *k m <d m 3t T IH ^ ^ V — PI <h P 1 1 1 © 

t^, £SS!&*lje*r S PI t PI I y h SrJB V>&) Sr^tf PC 

R ««ift**Jinb» IL-2Rr «Ifif0i4iiSESIt &fiJST^> PCR 

PI: 5' -CTGCTCAGAATGATGCCTCCAATTCC-3' (IB JU#^- 1 ) 

PII : 5' -CCTGCGTGCAATCCATCTTGTTCAAT-3' (SB?U#^ 2 ) 

PHI: 5' -GATCCAGATTGCCAAGGTGAGTAG-3' (SB^J#^- 3 ) 
(PCR 
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94°C~C 5 ft<DHaf&mm&. 94°CT 1 55°CT 1 72°CT 1 1 +r 

-f bT 30- 35 tM ^-CD« 72"C"C 10 #JP&b&. 

±|B PCR Tt#6tlfc PCR 2 % 7 # D - 7 y ^ 4" T?«£i$3cSb #t 

bfc, i?^§UT«*tl 660bp, IIItltD 350bp X©A* > F 

* <b n ft c 

(M b 

HO^g IL-2Rr Ifif^lAbfe Fl x"7X£: NOD/Shi-scid 
v^X ch^iBT £ F2 $ 6fc F2 T^^TOSE 

H IL-2Rr «Ifif0lAS±Era*l:«IHi b, A^iif^ti^'a 
XU >Sii$^ittSH J; D^fcBT<5 21 1 1 «fc D> IL-2RriS« 
StL, scid v^Xlli#:£MEU bfc„ ^© 

_L f B ^ ^ Xfi # £ NOD/Shi-scid T XX #R t ;b i± XX #£>n&g 
IL-2Rr £i»fc^£r % 6 NOD/Shi-scid v O 

X t 3£ SB b o 

^±©M b3£E£4>& < t h 9 IeHt 5ctl:J:9, NOG (NOG) V £ X £ 
fl^ffi b & (%lg&BI 1 fcj^f) o i^T, IL-2Rr MMfc z ?-fexmm&&± 
\z&Z>ttib, |7>)7l: IL-2Rr KO ?>)7^fffit§u 
( 2 ) NOG T X X fc:fctt5&fittlI&£*te©tftW 

^{C, ±|B^BBfc«t 0 # & nfc NOG VOX if^O^g^^Y^XI 5 
NOD/Shi-scid ^07 t&m^T, ©v^7^©MiI)lS4f 
■|± fc: NK 4rC#:^a^^ 3 S£ * <D g ^ V> T ttlfc b . 
® (ta IL-2 J3 it^E 7 £ D-±;14jl#:) 

JrC IL-2 S^^jSii^y^ P-^-;i/trC#: □ - > TM j8 1) 
Eg 3* 8B © g $R g £. & iS K: «fc 0 f£KS*l (Tanaka T, Tsudo M, Karasuyama 
H e> , A novel monoclonal antibody against murine IL-2Receptor be 
ta-chain. Charac ter izat i on of receptor expression in normal lym 
phoid cells and EL-4 cells. J Immunol 199 1 ; 147 (7) : 2222-8) > $ 
n /* W 7* U F-7i5^fILfc, ^ftftfcfc^ ^A-f^U F-^^BA 
LB/cA-nu T^XtlErtK^l, ■£ © $C M © K 7K «fc D SHXbfc 0 
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ECDtftft:*, NOD/Shi-scid T »7 7 5 E (8-12 ilH) , NOG 7^7 3 E (8 
— 12 5M « ) tc: . v £ X 1 mmrzK) l mg f^ll^g^ hfto & fc, £n{* 
#K-£*H18£: UT,N0G^^7X 4 EE (8-12 31 ft) b . 

£ fc, k h*iiU >;^lfi, #7>f-f 7i;DlUtfciiJ;0, 
U > 7° 1/ y 7° fC J; 5 J£ IS'L^ £ ffl ^ T MfX b □ 

# e nfc t h *ffijjfiL^«S* 1 X 10M® TMjSlS#^2Bg©±IE*7 

IE IS £^-fr07.k£ RPMI-1640 iS^^T + ^^fe^T ^ H £ lc «t D ©JlX b fee 

^jkimim^ ©^iiie#miiBia^ 7 n-it-r h/hu -^/b^tii-pj b, 

CD <fc 9 , t h M M <D 7. -\ © - m 51 '14 £ *J 3£ b & . trt # 

* 1 



ftmififc (TM/31) 7^N0D/Shi-scidT^7&ck^NOGT77fc£tt?> 









llttbfcttfift 
(X10 6 §k 


t hmm% 




TMB1 $S 


-?O70$C 


HLA+ 


hCD4+ 


hCD8+ 


NOD/Shi-scid 


+ 


5 


4.8 
(2. 77-6. 8) 


41. 1 

(4. 2-65) 


ND 


ND 


NOG 


+ 


3 


11. 1 
(8. 3-15. 0) 


61.9 
(47. 4-74. 6) 


19.8 


28.2 




4 


11.2 
(7. 9-20) 


63.3 
(51. 4-69. 7) 


34.3 


25.9 



m. 1 fc^*r«S*^5, fc h**8JfiL¥«J5*££Abfc NOG 

© TM J3 1 #1 m V »7 7 t J£ 4ft b T , &#tfcmMMls-e%1fcti)T&m<D 
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© m7 ->7 n-GMl ia#0 

^ic, NOG -7^X43 .fctf NOD/Shi-scid ^ >7 7> £111 V>T, :tl6(0Y^ 
7, t hlwi ft *«<2£*ttldtny T a-GMl ifift: (AGM1) 
it 4 s ) (ft3tlili K. K. , 014-09801) ifiJ? X 3 % W <D U & \Z ~D ^ X U. m 

3fef , * 2 7K D" cfc 5 Lfc NOG (8- 12 ^ ) & <fc N 

OD/Shi-scid ^7 (8—12 M^) \Z 2. 4 Gy OXl^llitf;. £ 

n^Y^^t, n^-umiz^o 7s lmmtcv 20 m l © s 7 y 7 □ -gm 1 

trE^& 400/zL CD PBS "T^^bfcfeOSlS^-Ufeo £ fc, ffifcttgl^MM 
®7^77(i2^ l 5. 6, 10, 1 1, 15, 16 #© x"^7X) fc^^aA^zK^ME 

t bMiftL CD34 II Sffl US « > ^ * 7?:fi £ # tz # ^ >-x-^r T =fc DSIXb 
7cJ»3f ifa^ & Ficoll-Hypaaue it Mm >b \z J: 0 W-W.n^Um U ^ 6 id D 
ynabeads M-450 CD34 45 «fc DETACHaBEAD CD34 (Dynal As, Oslo, Norwa 
y) Id «£ oT. CD34 Rtt UB Ifi * # *t L (Ueda T, Tsuji K, Yoshino H6, 
Expansion of human N0D/SCID -repopu 1 a t ing cells by stem cell fac 
tor, F 1 k2/F 1 1 3 ligand, thrombopoiet in, IL-6, and soluble IL-6 re 
ceptor. J Clin Invest 2000; 105 (7) : 1013-21) 0 

_tSBTr#£>nfc t hlllfSIS* CD34 §§'MJ3§ lxl0 5 l^,S7y7D 

t hlf Ai* CD34 »te»ll6©Jfc#*> £> 4 jSMftfcT!)^ 

5i?^ik^»irxb, + © t mibhs (cd45+) # £iftL*a>fc hjfo/MK 

(CD41+) n-ij--r M h'J - Sr ffl V> T tr $1 U , D , t hi 

J3& <D ~? «7 7 ^ © £ * 14 • it B! tt * ¥U ^ U & o in^#S-^^#^-3^Tfc 
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« 2 UStil^f,, h hfl* llftl CD34 HH4tHHa«:#Abfc NOG V 

litTfeifttis^^k Mi^^ft, £*n *s m i~ & £ <t # s a* 
(3 ) nog vifc k hnmmoir v -fc-r ^©isir 

NOD/Shi-scid T^X^J;^*^^© NOG 
k HMifa (CB) ^&SRlRbfc CD34 RttifflliacD 1 x 1 0 5 M & 2. 4 Gy (D 

8 MM^©^*!^ 1 * 1 © CD45 m&MM<Dikmte, NOG v # 7. Tr fct 37%T\ 
NOD/Shi-scid ?>)XTtt 7%T*&ofc 0 flT'H^nfn 65%*5«fctf 
20%X&o7t o iS$fe^^UXAI:iDxt, NOG T^Xttt, 3 
^t©*iifii, #H, JftJRtd^ViT, B *3J:tf T U>A5££^t? 

^«l&tt!I&*ai'v©#fca*B«2> Stlfc. fiT(t k h CD33+#tt«M&, 
CD19+B MM. CD3+T jM, CD56+NK Cd4la+U*mmM£> «fc U 

3 7 * U > A+*lfii S> tlTcc $6>^> HSfeSSV* £ fc, flfcfl&TfB 

& & H ft k h T «ffl IS tt 4> ft ^ o ^ > ilT « CD4+/CD8- T flH IS , 
CD4-/CD8+T £tf CD4+/CD8+T 8HIB#*Bg> 6 nfe. Cl©^<h«, k 

CD34 »tt»Hia«ftttJUT©«fc -5 fcbTfr ofcc ^\A° U > >fb b fc flff # Jfa 
«U >»««r^a**S[* (Phosphate buffered saline) \z 5X<0 »^ S^flfeiS 
ifritf (Fetal Bovine Serum) & jg 1* » « St K: T 2ffiF#»?bfc&, Ficoll 
§fflVJTf««^^il/&. 5j-ffllbfem^3«tt Dynal ft© Dynabeads (f® 
ft) M-450 CD34 £ ffl ^ T CD34 ittli \z M fa b ft 0 Dynal ft© 

fBiSii D T2fc& HiKtSt 2X^7 5/jfe«f > (Bovine Serum 
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Albumin) ^>Wtj~ h U SA£"&tf y >^ffi£g£&7j<£JS ^Tl 
«S*£ 4X10VeiL 0)mm\z.m^hTz.o & < !H»bfc Dynabeads CD34 & W 
&l*nMWL lmL SbtzK) 1 0 0 m L t»P ^ . afc±T30#ISK K fil b 6 £ Jfc 
£-fr7c 0 JBIJfi t n-tfy h*jgfiJ5bfc Beads ttat5*fflViTmiRbfc. ftfc 
l^T P-tfy h S^JStlTUS Beads Detachabead (IB! SO CD34 
*Jn*. MWmiahfctfiB 15 CD34 §§ttM« Beads 

ZMM-tZfc®, m^B^m V^T Beads (DZh&Wlsi b, CD34 H'lM J33 * # 

»ftfc«SPF (specific pathogen free) ©liTTD W $ ft It 8~ 1 2 
31 m<D NOD/Shi-scid T-^X.NOG x-^X^d: t/NOD/LtSz-scid, /3 2m null 

* 2 0i*ib, -?t7x i Etot io^i© cd34 m&mfo&mifrm£. o 

#*b7c 0 NOD/Shi-scid v ^7 x tc o U T M tu i ^ffili ll B 35 # 
CttB!fifcSv7">7D GIIlSi# (fn^MH) £ 200 /z g ft -5- L . 

NOG V t> X <h NOD/LtSz-scid, j3 2m nul l ^ t> X <D It-gH^T ±8B 
£ H « Pi # Kl I. 2Gy © # > *7 # £ 2 SlltLfc©^ CD34 H '14 ftH M 4 7j 

mh b < « i ^fl^i§i^&f tufc. 

SHe^o^b^fc:««c»*te:«(EBfe^^-^^> 732mg/L ^in^_T, 
fcg&iSP b&. 

n-it-r h ^ h 'J < fx t>nT^4— JKW^fe £ «fc 

bfeifa {C EDTA-2Na t+^^I^DL, if *Ttfil:ft 

tlfco ^ifiicD 50~100/zL tMjS«©ta#:^inx-, 4°C T 30 # MS ft 2 
FACS (Beckton Dickinson It) £ ffl ^Tigifiu FACS 

Calibur (Beckton Dickinson ft) £ ffl V* T b 7c . 
«MJ§&m;:Tv^x£^#bfecDl3^M#, 0« £ IX D tti b , 5%0-> 
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tejEjfci* &^t*« mm* iz^n^n, #«, mj3&&m$^ 

»*f fcffl ^fctftttfc*, felt h CD45FITC ia Sk h CD10PE trt #: ^ K 
t: h CD33PE 4ft t h CD3PE #H*. Rhb CD34PE m{*> iafc h CD41PE 

*tl#: (Beckton Dickinson) , ffi t h CD38PC5 iftflc , irC h h CD56PC5 jfif*, 
trtb h CD19PC5 ( ImmunotechK irC^^X CD45APC, in X CD41FITC 
irE-f* (BD Pharmingen) T? & o „ 

v^x^^Jfii^lc^ttS b h CD45 HMJiSi: fc h CD41 IH4M©J:b 
(%) tM#8: (/AtL) ©«£ 4 M43£K: 12 M^TP^fc (0 2 A 
43<fc^EI 2 BK H2A*«trXBI2B tC^t" £43 D , NOG ^ ^ X \Z 43 V> T , 

wsk^wvs jt* e>n^c ^« 12 iS£U$T^£X 

HMXHtiU;! t h CD45 m&MMVtkmttm^fr b. ZL 3 NOG ^ ^ X 
T##&Ci«^llM£^Lfc (B3). 

NOG ~7^X £ NOD/LtSz-scid, jS 2m null V X © fcbS&HJ^T « T ^ x 
JlsM'f'fc^ltSkh CD45 I^ttiB^Ol^tt^^ii^fe (14) 0 HI 4 

NOG "7 ^ X 43 T NOD/LtSz-sc id, jS 2m nu 1 1 T X «fc 0 
ffi ^ t h $19 B£ EBtiE* S ^ 1/ > kh »Hfl& © & K ffi nx V* fc . 

2 NOG "7^7® NK ^'1443 J; tflJ-^f h * -f > £ £ 43 £ WftfU 

^mm<0 NOG 7^7 (10—12 MB) <om 3 BE, NOD/Shi T^XfC 
C. B-17-scid T^X SRUSEEl/TftStlfc NOD/Shi-scid ^^X (10- 
12 3116) ©«l 4 E43«fc^ai 4 f3:^>XS\Z NOD/Lt Sz-sc i d, j3 2m null 
T^X (Sfcte, null/3 2m (null)NOD/LtSz-SCID, j8 2m 5^D^D7"iJ 
>^ii NOD/SCID ^tfXtfcffc-fS ; Jackson © Dr. Shultz, L. D. 

&K:«fc*)f£» rKol let 0, Peled A, Byk T 6 , beta2 microglobul in- 
deficient (j3 2m (null) ) NOD/SHI-SCID mice are excellent recipients 
for studying human stem cell function. Blood 2000 ; 95 ( 1 0) : 3 1 02-5 J ) 
(10-12 M) (DB 2 E43J;l« 2 E § m ^ T J^T ©M M £ ft o fc „ 
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NOD/Shi-scid ^Wtfi/y/D GM1 $ri& ( a AGM) t®ft, M 
jaSSKbfc. # 6 ft M £ 2 o £ lo^m^^tJl/ 
y-^_ (Magnetic cell sorter. MACS) £ ffl V> , CDllc tfiMW, 14 fflQ J3& 
(f^iitbt^A5) £l^*L/7co IDiH-Mfi NOD/LtSz-scid, j8 
2m null £tf NOG ^ ^ X «fc D , S^II^®J|XLfe 0 £ ft S M 

co ii>fi ^ t o t , facs m$r k # L fc- § e> d © imcomm^m in 

N0G*T^X (3 EE) ; H II SI : aAGM $£#L{B NOD/Shi-scid ~? *y 7, (12 
EE), aAGM M« NOD/Shi-scid ^ ^7 7> (3 EE) & <t iKaAGM ^If, 2 
fc CDllc ^iilfc NOD/Shi-scid ( 3 EE ) ; fg 1 1 1 m . 

NOD/LtSz-scid, j3 2m null t t> 7. (4 EE) © 3 If »Bfl&& lXlOVml 

in RPMI-1 640 fcfUKL^© 100m 1 ^^xJHlAll, 9IOU^t"J7 
ty-it'f hyi^7 (Listeria monocytogenes, LM) irE IE T $ 'J 3§fc b T JSf 
*bfe (Triplicate T^Mbfc), LM K* 10 n Uni ts/mL 1? & * CD T , mm 
miz RPMI-1640 T 2X 10 7 Uni ts/mL <h U % «fc "5 fc^l? LTffl life. £ ©l», 
LM^ «□©&©£;& lit ITffi ^7tc24B#^^fc±mSrx,ELISA-e IFN- 
rfcZW-i h * <4 > » * ?P,'J ^ V ft o 

Jl$ M J3& 13 & £ It :/ ^7 ^ X (Jfc£ CDllc, CD 1 lb) £ FACS TUtfLfc. 

T £ IT FITC mm CD3, NKM^-#-<hLTti ^-^> 

mm Pan NIUDX5), V £ p y r — ~? cfe «k tf#tt*BIB ^ — # - t b T , FITC 
mm CDllc, PE** CDllb Sffl Vifc. 

£/c, NOG, C.B-17-scid, NOD/Shi-scid & «fc NOD/LtSz-scid, j8 2m 
null (10-12 »f») *T?©NKiStt£, 51 Cr «Ii NK Jfigte YAC-1 ttl 

m&&ML, 5! Cr Mil YAC-1 IM tm* © 37°C, 
5% C0 2 TT 4 l$tflji&£&, ±»+©ifc#ffeigte&*#v'>'3 1 l> — S'a > 
# ^ > ^ - Till fc o NK ttTIB© »3tfe"lf a? £ ft 5 o 

HI 5 A 43 &xfm 5 B t^&il^^^XJ: D # 6 ft B$ iiffl US © FACS A 0 # 
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- > £^-r o 

WmmiZ^ NOD/Shi-scid £ <fctf NOD/LtSz-sc id, /3 2m null v^^T 
^tti $ tlfco l^U, Jtl7 y7 P GM1 ifL#$M* NOD/Shi-scid t^x^o 
NOG -7 £ 7s UU± < & fciiT # & 3&> o fe 0 

CDllc BittJKHia^ffi^Ta^lc: ^tif.iT(D75 ^^^tH^tifc. 
S7yTO GM1 JrtflcMlfi NOD/Shi-scid v ^ X B« IS ^ B ©Itt*-X 
t: CD1 lc UttlM (D W3k \t & a*flg|8 $ n fe . 

HI 6 A, EI 6 B 6 C £±I3EM)3S© LM JW*TT?«D1M h t) -f > 

ELISA T^ttibfc^^^^UT(/^ 0 in T 7 P GM1 Jri{#3£ 
II NOD/Shi-scid & £ 1$ NOD/LtSz-scid, /3 2m null 7~CU IFN r 
©jg^^flfe 5>tl-& £T\NOG v^7^TH±< t£i±}T#&^ £ 

IKY z/7 n GM1 ln#3sM NOD/Shi-scid O 7s ft B CDllc &§'[4M£G£ 

% z\ i^^ofc. 

iei 7 [^i^iY^^i t) #e>n^jj*«His© mus-i^^To 

C. B-17-scid 7 tltSlT, NOD/Shi-scid 7~CU NK^'I4©^ 
nfc/^\ NOG "7 £7* £ NOD/LtSz-scid, j3 2m nu 1 1 ^ <7 7 T 
NK ?g '14 a^<i©Btia*ofCo 

W _k © £ £ S * NOG 7-7X^3 cttX NOD/LtSz-scid, /3 2m null T ^ 7 
Tffcfc, NKStt^<l*lTU5Zlt)!i^e>^t^ofe. L^b, FACS 
# #r © IS * S , NOG v O 7 T « NK Iffl IS I^LT^§#, 
NOD/LtSz-scid, j32mnull v <7 X T? NK $B J3^ ^ fr\ NKi£tt# 

&tz.s nog s-^T.-ef&tf) e> n£BMJ&i}--r h # -r >^^©»)SKitt» 

NOD/LtSz-scid, 0 2m nul 1 ~? £ 7. T © FACS & J: tflM h # -T > 
S4/^->I4JS7'>70 GM1 irE#M^tt NOD/Shi-scid v £ 7, tligH 

*m jja ie # t & s n t # 59 s tf & o tc . 
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mfc^mxt hnmmo^^mmm^mm-r^rc^iz nog ^^x\z m 

a^^^jKt^KOi-rWWJlitSr^T^lft^ftfflbfc. Iff # Hi £ 
CD34 Ml '14 IE JJS & Ficol 1-Hypaque (Lymphoprep, K 077+0. 00 1 g/ml; 
Nycomed, Oslo, Norway) £ ffl V> T¥«HI& * #«t« CD34 HM BS# 
5" A (MACS, Miltenyi Biotec, Glodbach, Germany) £ ffl V* T jffi it b 7c . 
CD34 H§'l4i&IHJ©©M^te 96 + 3% T$ o 7c e 

V>W 4 JVTslZ ^-pCS-CG CMP 0 GFP jtfeT 

#£tl7c„ TP0, SCF> Flk-2/Fl t-3 U # > H (FL) * n-£ft 50ng/mL 
tsmitmigm StemPro TM-34SFM (Gibco BRL) \Z T m W jfii CD34 
* 24 ^fl^it, SL^tt*. W >f CS-CG & MOI30 T 5 BfPfl^^ 

£-frfc (Kawada H et al., Exp. Hematol. 27:904-915, 1999) ^t<DWl 

mte&ft&v. v^x#mx h u-^mm hess-5 #«ETfcra«©*niiiflt 

JS***? 5 BM#^:fcte«*&fr^ (Oki M et al. , Exp. Hematol. In 
press. 2001)c 

7 IftZ) NOD/Shi-scid T^Xt 3Gy HBI*«* 3 X 10 5 fi9 © *&* «fc 0 J£ 

IS©«®Si®*#«f IX 10 7 £IHJ1&£J1M NOG fcj&ttLfc ( 2 & 

^W)o 6 iItfefc:H8S©jWtfr£43 ^1 75: 1 x lO^EHS^MSt NOG v^Xict 
ttbfc (3^#fit)c 6 Mftfcra#©»*f £fr-p 7c„ 

* M irt HC © ftp frr \t FACSCalibur (Bee t on Di ckinson) * Jl ^ T fx o 7c „ 
mm b 7c ffi # « FITC « Hi tfC t b CD45 (T-200) , PE Utah h 
CD2 (39C1. 5) , CD3 (UCHT1) , CD4 (SK3) , CD14 (LeuM3) , CD19 (4G7) , CD20 (2H7) , 
CD33 (WM53) . CD41 (P2) > CD56 (N901) & «k IS >? >J 13 ~7 * ij > (glycophorin 
A) (KC16) T?* t) * Viftlfe Becton Dickinson «t 0 lALfcc 

CD34 HtMfl§-v<DMfc^»A$)*te 40±5% (n=5) Tr db ~o ft. 1 "A, 2 
3 &M^X#MJ!S£ t b CD45 T^-feb7c FACS (DmM&M 8 
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# |g 98 © NOG "7^7^*?&^a:UTfiJ^f^>^tlc:«fcCliM:^T??a86T3 

NOD-scid ^ £ x £ JflJ ffl b tc 2 * ~T? b jft Rljt£ T & 

^ o j& (Guenechea G et al. , Nature Immunol, 2, 75-82, 200 1) J; 

£ £ £ ^ S tl c 

mMMA NOG 7!>7fcJ:S^ t 

NOG (8 IK) « 2. 5Gy, NOD/Shi-scid ( 8 M ®v ) tot 3. 5Gy 

J&-1X 10 6 ^»Mrt^#ttbfco JM#«Jk:Ki, ft Jti tJ MNC £ Ficoll 
SfflVaT^Htbfcft* CD34+iO§ ; £: MACS immunomagne t i c separation 
system (Miltenyl Biotec, Glodach, Germany) \z «fc t) ¥ If b 7c . CD34+ 
SKBSKi FACS fc=fc 0 97m±(D«gTfe§ £ t 5£JfifcJ3 V* 

i&li#Wfc:BB«$gJfiib» MNC frm £ Ficoll fed; 0 #fct&, it HI gi b 
CD45, CD19^ CD3 ifEflc (Becton Dickinson, San Jose, CA) Tlfil, 
t h U >nm<Dmmf&* CD45 fc«fc?K T Iffl © fRl *l ^ n 

HkftWm bfc CD19, CD3fc<fct)> FACS TfflfcRbfc. 

mmWtZwtm b, (Becton Dickinson, San Jose, CA) 7? 

^filT, ±flB©Sfl|^flllBfcra*, FACS Oflftffbfco 

tbtft DNP-KLH SrfflVifco 100 m g/IZE o DNP-KLH £ * & to 7 ^ 5 - a. 
A (ALUM) §7ya/t>htLTlBrtl^gLfc 0 2aW2Tt»cPI«l 
©&25E£tt JUL* Sr^ITxbT ELISA «fc t) * W3t b fc. 

JLCIK©, ELISA ttKT© «fc 5 lc ITIto &. 

96wel 1 y 1/- h Rkf IGsdCN, Aurora, Ohio) * 7c \t DNP-KLH 7? 
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n — 7-j>ifl,tt&* 3%BSA T^d y + >yu 8fci£Lfc&, ^flRbfc 
h h IgM SfcBJnk h IgG ^ J 9 u — j-JVirifa (Phermingen, San Diego, 

ca) &&uoLit. S7°c2 #iWE*sit-fc«, m&h, ? \±*jy\tn-^ 

*r=s#--V £Mn L, l ISWKJfcSiirfc. "7°^- h £8&i£bfc«, 

TMB v^-iz EIA y higifc (Bio-Rad Laboratories, USA) 

£MPb, 30 ftKlfoZ&rcik, 10XHC1 ^^JSfflt b> 450nm©®^ 

(1) W^Jfiia* CD34+«fflflS©^*t tH«^0D^^5 

NOG V ©W*l!rlfc#*fflJ&^tt^<E> fc h CD45+*BIiaCD«'&fc'3 ViT«, 
4 M U m s ffi S A * m Jk T b h CD45 CD f ij ^ « 4> L o o & -5 ^\ 1 2 }M 
^fC^&S T *ffl IS OitJflnoftl < & 9 , miI#oT fc h CD45 CD|J^ 

fcitflnbfc ftfc (S3) . V>£ £T NOD/Shi-scid ^Hifiifc 

^t^Tft, T lffl^co±iJ}P «fc -5 CD45 + CDfiJ-^©JgJp« — £ 

«I2 n&^o fc„ £CDN0G^X«> 14 il*T-a!%> GVHD L 
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(2) nog ~? o 7s \z & w t mmtt it t^^T 

A. M g| a T ffl Eitib 2 T 

HI 9 A, m 9 B, HI 0 A 33 ck 0 1 0 B M B 1*1 © T M IS 5Mb A° ^ - > 
£ a* b ft o St^tj;5l^ £ © ^ £ * 43 V> TIftJR ft T CD3 Rttlffl ffi 
J&*$Mtb, Cin6©*ffllfitt5i#OJftl»*S^tt hu/m-RTOC tiotitU 
$ tl fe © t 1*1 $ , CD4/CD8 DN (Double negative) > DP (Double 
positive)* SP (Single positive) Sr-gr^, 11 V* b 13 5! 7? "3" T 

fc-€-©— CDla-lowT*Hll&te*T?J5fc8lbT^* 21 i #*^£ft;fc:. M 

mm$k\% i~2x io 6 aflfco^^^iftjftiiffli&j&ow i/ioo t? &o & . £ 

©JJt^te, NOD/Shi-sc id £33 *>«3fc3 © SH* * b < <£ 

<, 8/28 (28. 6%) T? & o © izM b, NOG ^ £ * T? fci. 7/7 (100%) T & ^> 

B. ?feffi© T MJU^-klX 

Hill A, 11 IB, m 1 2 A, HI 1 2 B> gl 3A*itf01 3BC $ 
6 fci»Hl»lia*«)^tt*^jfii4 , 0 T WIS te:3V>TA¥#rb 

0^J3£i*jt t ^^^{b^n^^nfe^^^ v>t, * cd3 »&*o 

(3) N0G*7^Xfc*W-«> B M^-fbfCO^T 
A. B SBl&U-^-te 'V h^HbfcO 1>T 

01 4A*<ttf01 4BC, •Jt'ttWUfi*© B 3fflJM*> CD5 €r 56 51 

tsu^fco v^T^b^c #it^Ttt, cds m&a>^t>® z> Bia aana© 

^Mb«/Lii bT33 6f, CD 19 Pitts IgM IK©Mf¥^ffi#T& o fc. 
Jine>© IgM high ©*B16»«, CD20 £fgJJ bTUfc. £ © ^ ^ 

7fiT©t b b sub is © 3Hb f~ ^> t « , #ts^sfttbsn?i^ofc. 

£ © m M \t N0D/Shi-sc id T £ X fc: 43 # £ B «9ISl 5Hb 33 U T t> Sill? $ tl 

b. ^jj_©_jjsjajc^ijT 

HI 1 3 A 33 £tf0 1 3B £,5**117?© BltHUS© FACS A° & — > & ^ b fc . 
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B $0 IS <£> ill "a \Z NOD/Sh i -s c id L ii t> 5 fcfr -o fc „ Lfrhfc&Z, fl$ 

iji^&^Tte cd5 m&<D^£>®& iM$&<Dmm'v$>2> b i a mm&mm-T: 
hx>, nm<Dft4kA?-> t^^fcmfimitiztircc b^u igM bus 

CD5 Pttt(Dl0J» 20%fIgmtB2ftT:fe 0 , B la ffil J]& © fcB $ ft 
T Ia £ T? & t # fit II £ ft ,> 
(4) NOG -?^7s \Z&tfZ>mi*M!kmiZ-D^T 
Z.(D^yxlz, tnmt bT DNP-KLH £*£4-b, ?gP# IgM 43 £ IgG 

igM # 3 m©jsi)ibs^^«fc o^ffi^nfeo t «^i^&t;*i 
Tttti$nfc}: i b^^fc5f 1 m.mwmm igG jg±«^m$n^^^ ^ 

(11 5A, 0 1 5 B 43 £ 0 1 5C) „ 11 5A, il 5B^i Z$M 1 5 C 
#$t(BM) (0 1 5 B) , ^msfc (PBSC) (01 5C) fi* CD34 + M 

#»-7^X©|gJ|:fe|WlB#^^Ufeo dtlSTS, #S&*J IgM 43 £ 

iinift igG s^^hm jfa <t it m b t fg v> m f^i a*.m e> nfe 0 

t: b Miii#^£5McJS ^%>(D\z^m^&% Ct^iStlfc. 

NOD/Sh i-sc i d V x 43 <£ 73* NOG v t> 7 43 £ BALB/cAJc 1 -nu V ^ ^ ( ^7 
W7J;!3A?) 43<fc<0C C. B-17/Icr-scid ~W 7, (7 U7 £K> A^) & m 
V^fc 0 m T <D V r> 7. ^ 5 M ft ± (D % © £ ffl U 0 

^7 £ it. t MBanaajfitHc, lm-2-jck £jb v> 

7Co LM-2-JCK 13 H©£:ttM#<75 U >/\°;« U >A°M^ BlftiE b, 7 

- h v^7.^^^^Mffl^*i-eii^$ nTi^iutT^^. lm-2jck 

te, T Minim CD4 £ £ CD5 £3£3rr5#» ta# fc «>ffi0 *H HSirEM 
£ b ft V> £ <h ^ $ ft T £ c 

ttbfcfcOfcJB ^fc„ M«£ F-10 ^*ffij£igi-t!i (GIBCO BRL) 4>^A1t 

si b t m u m m m ^ntc 0 m m ^ * © £ m us © ?i « h u a° > ^ ;v - 

29 



WO 02/43477 



PCT/JP01/09401 



(GIBO BRL) IfiiaOfSlfc. 3§ifr&, ffiMJ&£ 1 X 10 T ^ 1/ 1 
x 10 H £ffflj&/]nl ©»S^£S:fe£zKlc:#«3i2:fc:. IE * HB US ft ffc ffi £ 
C7^©MEK&"ffc 25 ^-^Offl-^ttttfc lmL -> U >S?«:JB^T 0. lmL 
SAbfeo lHlcaAl, 1 SI HI 2 <h#:fi^iij^ b 

fee 1X10 B S^Sl, ii^t<^:o fcilll 21 Hit, v^X^r^ 

^ b t it* © a «fc -tM x s ijj s b & o 

ft 75: * A y £ ^ y O > H © T £ X © LM-2-JCK CD ^ fit 'ft <7D M V* * 3t 4 
13 b fc o 











fillifiS a) 


NOG 


10~6 


21 B 


10/10(100%) 


3.97+2.10 b) 


NOD/Shi-scid 


1(T6 


21 B 


10/10(100%) 


1.34±0.77 


G.B-17/Icr-scid 


10~6 


21 B 


8/10(80%) 


1.21 ±1.06 


NOG 


10~5 


<9jl 


8/8(100%) c) 


n.t 


NOD/Shi-scid 


10~5 


Oil 


5/10(50%) 


n.t. 


C.B-17/Icr-scid 


10~5 


Oil 


0/10(0%) 


n.t. 



a) BMfttt&ttl B ftta^itifc. ¥^l±SD(g)-C*tc 

b) NOD/Shi-scidtCB-17/Icr-scidT*p<0.05(tftlS)"T* : &S*36 t ffift6il<6. 

c) NOD/Shi-scid(p<0.05)<!:C.B-1 7/Icr-scid(p<0.01 n^mM^E&bft-S ( X 2^£) 0 
n.t : KllLTl^^ 

IX 10 6 CD^«T«, NOG X t NOD/Shi-scid ^ V X \z £ V* Tt ^ X 
CDM*^£*b7c, — >fr C. B-17/Icr-scid T?©£*F2£te 80XT * -3 . 

c:ne»©*iHs"c©jBjiKofe3t^8tt ixio 5 & m<?> t&i&'pis, t<\z 

C. B-17/Icr-sc id *T? ^ T © v Jtt SlUB flt rt* « * £ tlft^o fee 

i x i o B & tit b# © ni5» cd *i ri ft m & m 1 6 ic ^ b 7c . 

NOG -W7><DM1*mfiL\tm<D 2 $ $c \Z it *<B -o X V* 7c „ 

NOG v^xfc^ tf£ 21 0 nbO^i^mmwmU, NOD/Shi-scid 7, t 
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C. B-17/Icr-scid <D lU B (DW-Osm&fcmo-Zrn^n 2. 89 ® £ 3. 97 BT* 
^D, Student t *fc5£te:fe ViT^jftfcga**. £> nfc (p<0. 001) . 

NOD/Shi-scid T 0 7 i: 4 f b SI I © 21 B^©¥^#^i: 
C. B-17/Icr-scid b fc JKft © |WJ 0 © t © |HJ K: ^ 

18 £ tl o 7c o 

HMfflJ 6 NOG YW^ffl V*7c HIV JfiSS^fcx;!' 
NOG ^^7 7. &m V>7c HIV iSSfe^Ex;^ (DmiL&m* <D hiv t*£ji i^t 

T>)XtLTK, NOG £Ji U7co Jfc&©£g> C. B-17-scid 

X £. NOD/Shi ^ ^ X © W 5 zl - $ > h ^7 x © M b 3£IB «fc D J^Su-f^M 
NOD/Shi-scid v £ X «b ft . 
^ffi bTc HIY-1 tex^XlK^fuSt^MJ; D ^fH$ n DNA ^ n- > 
teStlifciT^ nx t-v 5 ^ T^ISl^iS^tt^^-r S JRFL JV^ 5 o 

env V3 Mm* C © JRFL £ ^X, gp4lCDT«Efc GFPaHS^£ 
ffAbfc GFP-HIV-1 £/BV>fc. 

(1) t h¥&$ttlj&&&tt[ bfe7^X® (hu-PBL-NOG ^ *7 X) Of^» 
NOG T^Xl:|}|?^xafcO lxiOMS©^^^ffi©|WI«^7?<ig^» 

fclE^tA O^liltLt h mmW. (peripheral blood lymphocyte (PBL) ) 
ISlSft&ffi bfc. Jttfefc IL-2Rr»#*jEflrfc NOD/Shi-scid ^ V X |WJ b 
H ± - 5) <D PBL * fil E ft tM b 7c o 

(2) 7.^(7) HIV-1 CD^Jfe 

PBLfM^ 6 HBtv^l: 1, OOOTCIDg.W^-r^^&ttfiiftlCfiiab 

SHHXb, -t-CD t FACS CTlffitfe. Kl^iiij 

( 3 ) ^JI^K)0Ut 
Jl«ffliMJt£ HE §fe£ b, SSfc, th CD3, CD4, CD8, HIV-lp24 ffi 

^titl^ ABC m\z-}in?L, EPOS ft, Envisiont ft£ffl 
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hu-PBL-NOG ^ V 7s iz £> V} & k h Jffl US © £ * & ffPtifi b 
* 5 C-a0iM©^S^ito 
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t KPBMC^ANOG^^X^HIV-I &$3g& 

^ TM 1$ 1 PBL 
NOG^X 

PBU&ii fgPBL 160mL 4.37 x 10 s $BJ]£ 
K-*-— A 

NOG^X 14E(cf 6 EE £ 8 EE) 

mm 

NOG^X 

JRFL M-tropic 3EE c? 

NL4-3 T-tropic 3EE c? 

JRCSF M-tropic 3EE ■? 

NLCSFV3EGFP M-tropic 2 EE 

MOCK 3 EE ■? 



jgSfe13B@ 









%HLA 


%CD4 


%CD8 


p24 




xlO 4 * 












1 . Mock 


















75 


67.7 


21.4 


56.4 








510 


71.8 


13.8 


45.5 




PBL 




430 


77.9 


16.8 


49.9 


0 


2. Mock 


















130 


67.6 


14.8 


60.5 




flails 




698 


63.3 


12.7 


49.2 




PBL 




86 


66.6 


11.6 


55.5 


0 


3. Mock 


















110 


62.3 


36.4 


44.2 




n« 




434 


61.3 


20.9 


45.2 




PBL 




93 


34.7 


20.6 


44.7 


0 


4. JRFL 














BfcK 




152 


75.5 


1.7 


53.9 




Pttt 




335 


54.6 


2.8 


64.6 




PBL 




210 


42.8 


2.1 


77.3 


3,090 


5. JRFL 


o" 
















220 


75.8 


1.8 


57 








12 


75.8 


1.65 


79.6 




PBL 




870 


81.1 


1.8 


77.9 


5,445 


6. JRFL 


c? 1 












US* 




178 


36.3 


1.79 


54.1 








418 


65.3 


1.1 


74.4 




PBL 




65 


33.1 


1.72 


75.6 


1,961 



33 



WO 02/43477 



PCT/JP01/09401 



mmm %hla %cd4 %cds £24 



x 1 o*m?& 



7. NL4-3 












mt 






7 fi 
rAvjo'cJ.L' 


9.74 


74.1 




PBL 


ML 












8. NL4-3 


& 
















84 


75.5 


1 .HO 


AS 7 




mm 




465 


53 


1 fiA 
1 .OH 


fin n 




PBL 




26 


11.3 




A.Q T 


1 1ft 


9. NL4-3 


& 
















110 


8.1 


9.33 


80.6 




vm 




17 


14.8 


19.1 


23.5 




PBL 


NL4- 


3 

■3 3EE 


0.6 


13.0 


27.8 


n 


10. JRCSF £ 












BS7K 




320 


29.9 


0.77 


93.7 








230 


67 


1.85 


74.9 




PBL 




49 


33.7 


0.48 


71.7 


3,132 


11. JRCSF 














BS7K 




63 


68.5 


3.18 


41.6 




m& 




390 


68.7 


3.58 


85.8 




PBL 




121 


2.9 


4.5 


31.5 


4,180 


12. JRCSF 












HI* 




110 


15.2 


23.0 


62.4 








380 


14.5 


2.98 


89.8 




PBL 




110 


44.7 


2.06 


89.4 


864 


1 3.NLCSFV3EFFP £ 


fl«£PBL(DGFP+liO. 1 %£TF 




Bfi7K 




43 


72.5 


2.26 


69.8 




mm 




250 


50.8 


0.77 


67.7 




PBL 




124 


76.5 


5.07 


63.3 


271 


1 4.NLCSFV3EGFP £ 


fit tk mm 


PB Ltf) G FP+li0.2 ~ 0.3 % JilT 






110 


44.3 


6.36 


76.3 




mm 




560 
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FIG. 5 A 
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FIG.5B 
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FIG.6A 
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FIG.6B 
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FIG.6C 
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SEQUENCE LISTING 

< 1 1 0 > Fumio Takagi, President of Central Institute for Experimen 
tal Animals. 

< 1 2 0 > Method for Generating Mice Adopted to Adhesion, Differenti 
ation, and Growth of Heterologous Cell. 

<130> 

<160> 3 

<170> Patentln Ver. 2. 0 

<210> 1 
<211> 26 
<212> DNA 

<213> Artificial Seauence 
<220> 

<223> Description of Artificial Seauence: Primer PI. 
<400> 1 

ctgctcagaa tgatgcctcc aattcc 26 

<210> 2 
<211> 26 
<212> DNA 
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< 2 1 3 > Artificial Sequence 
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<220> 

<223> Description of Artificial Sequence: Primer P 1 1 . 
<400> 2 

cctgcgtgca atccatcttg ttcaat 26 

<210> 3 
<211> 24 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Primer PHI. 
<400> 3 

gatccagatt gccaaggtga gtag 24 
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